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. 1 

NEW DRUG DELIVER Y COMPOSITION 
FIELD OF IN VENTION 

The present invention relates to particles comprising the drug 2-[2-(nitrooxy)ethoxy3ethyI 
{2-[(2.6-dichlorophenyl)amino]phenyl)acetate, optionally mixed with one or more 
surfactant(s) and to a new drug delivery composition comprising said particles optionally 

in combination with a second drug. 

Furthermore, the invention relates to processes for preparing said {articles and drug 
delivery composition as well as the.use of said composition in the manufacturing of a 
medicament. 



BACKGROUND OF THE INVENTION 

Non-steroidal anti-inflammatory drugs, commonly and hereafter abbreviated as NSAIDs 
are well-known drugs for the treatment of pain and inflammation. One of the major 
drawback of NSAIDs is that they have severe gastro-intestinal side-effects. Patients 
undergoing treatment with NSAIDs for a longer period of time, such as napn,xen. often 
experience problems with stomach gastrointestinal side-effects. 

Nitrogen oxide donating NS AID drugs (in the following NO^ionating NSAIDs). have been 
found to have an improved side-effect profile, see e.g. WO 94/04484, WO 94/12463 WO 
95/09831 and WO 95/30641. 

NO-donating NSAIDs are lipophilic drugs with poor aqueous solubility. A 
biopharmaceutical problem with these drugs is that their absoiption from the gastro- 
intestinal tract (GIT) may be dissolution rate limited, resulting in poor bioavaiiibility upon 
oral administration. 

An adv«,ugeous solution to the problem in handling dmgs having a low melting poin, is 
formmg a Self Emulsifying Drug Delivery System, commonly known as SEDDS, e.g. as 
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described in WO 01/66087. Mo« particularly, the SEDDS is a pharmaceutical 

m v.ew of large soUe raanuftcttrtng of drug deHver, compositions. 

TabteHed compositions comprising m oily stickv^m^™ . . 

-compositions aredesc.i^din^o^rrro^rn^r/r^"" 
---n.onof«„oi,.sti..oo.pone„.in..on.,r:t::r^^^^^ 

t( .^*cMorop,„„y,)™i„oJph„^,,,„^ hereinafter referred ,o asle W Z , 

solubU,o.inwaterandalowmelUngp„i„,.Becauseof,h..„ , 

absorption of tl,.rfn,.fc v '""^ '°" so'^ility in water the 

^^^^^uon of the d^g from U,e gastro-intestina, tract (GIT, may be dissolution r«e 

IT TT "■"'"^ of conventional 

^^^^^ 

^^^^ 

ZZL^ " ™ Of «.e drug 

f„m .he compos,„o„. The procedure, whe„ the drug is melted 
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cc^ase .„ d^s panicle Size. ™s Win in .™ tac^ ^ 

the composition. ^"suuin 

has su^risin^y ^tou^^^ ^ , . ^ 



DETAHBD DESCRIPTION OF THE INVENTION 



obi«tof,h,- '""•^'"~™"''«">'"P<>»°"1 administration. One 

f^Tn^'T* T "'"'"""^ »<^- -'o soluble 

earner p«„cles. .he dissolution rate of .he dmg is enhanced 

. at~r"'''"'°^"'"'^^""--"«----«-- 

Further, the water soluble particles will soluhin,* ;« *u 
enhanee.e.easeoru„L.,jr::::r«: "''"'""*'"'^^ 
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Active drug 

The NO-donating NSAID 2.[2.(nitrooxy)ethoxy]ethyJ {2-[(2 6- 
d.chlorophe„yJ)^i„o]phenyI } acetate as well as processes for preparation thereof is 
5 disclosed in WO 95/30641. P-riuon tnereot is 

The drug delivery composition 

I. ta b«„ found *at tt,e lipofi.ic d™g 2-[2-(„i«>oxy,etho,y]«hyl (2-K2 6- 
adsor^^abso* U „„,„.„,„ „,„,,„,„,,„^^„^^^ J ^^^^^^ 

~»«,d™sH.ap.„,^e^U«,„„,H™.^^^ 

.n ,„ds u, , oonsid^ie i„crea« i„ di«o.«i„„ race. The use of water soluble 

»d=„.sort»d and/or ab.rt«d.op,„|e,eahav.„gapcor.,„bUi.y in w^^^ 
TT.«e. „^ ^ ^^^.^^ ^ 

to tt« parfcte. When porous particte are used fte drug will be absorber imo the 
parades as „el, as adsorbed omou^surfaee of U,c particles 
Throughout this application the tenn bothncn^us and po™„s 

particles, as well as mixtures thereof. ous ana porous 

One embodiment of the invention lelates to a dru<r rt«ilv^, ™ 

(ni.rooxy)ethoxy]ethvl (2 fa fi H „■ T ^ compostnon comprising 2-r2- 

porous iicir adsorbed onto non- 

aa..r.di::and:r:r™;:r^^^^^^^^ 
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A teher embodimen. .f U« i„ve„«o„ ,o . dn.g d.Hv«y co«^siUon comprising 
2-12-(„,,r„oxy)e.hoxy,eU„I (2-[(2.«.d,chU,™phe„yl)™,„o,ph«„„.^a« in melted fo™ 
absorbed/adsorbed onta/into particles. 

The m^ria. of U,e partcles used for «borbing/absorbi„g U,e d^g may be selected from 
matenals «rch as mannitol or lae.ose or mixn.,« of lactose or mannito. with 
microcrystaUine cellulose, cellulose or starch. 

One embodiment of the invention relates to a dntg delivery composiaon according to the 
present .„ vention whereby the material of the particles is selected from the group 
consisung „f mannitol and lactose. opUonally in admixture with one or mote substances 
selected form the group consisting of microcrystalline celhtlose. cellulose and statch 
Another embodiment o, the invenUon ml.t« ,o . drug delivery composition accorting to 
.he present mvention whereby the m«erial of the pattides is mannitol, panieuiariy 
granulated pure mannitol iuch as PearUtol®. 

The particle material used as carrier shall hiii,-,„.„; i • 

i-uner snail have a particle size between 20 and 500 tun 

particularly a size between SO and ISO Hm. 
Size m the ranges mentioned above. 

one embodiment of the invention .elates to the drug delivery composition of the invention 
wherein the particles have a size between 30 and 500 (im 

Another embodimem of the invention .elates to the dn.g delivery composition of the 
mvennon wherein the particles have a size betw«,n 100 and ISO pm. 

The P0.C size of the porous panicles Should be between lOand 1000 A, particularly 
between 20 and 750 A, and most suitably between SO and 500 A 
V^. 95% of the panicles used in the composition of the p«se„, invention shall have a 
pore size in die ranges mentioned above. 

wheiem the particles have a pore size between 10 and 1000 A. 
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Another embodiment of the invenUon relates to the drug deUvery composition of the 
invention wherein the particles have a pore size between 20 and 750 A 
The drug may be melted and adsorbed/absori>ed onto/into the porous particles either as the 
sole drug; as a SEDDs formulation; or as a finely dispensed or dissolved drug. 

Surfactants 

The release rate of the drug from the composition may be influenced by the presence or 
absence of one or more surfactant(s). It has been shov^n that the release characteristics can 
be changed by adding one or more surfactant(s). The rate of release may be increased if a 
suitable surfactant is present in the drug delivery composition together v^^ith the drug. 

One embodiment of the invention relates to a drug delivery composition comprising 
particles comprising 2-[2-(nitrooxy)ethoxy]ethyl {2-[(2.6- 
dichlorophenyl)amino3phenyl)acetate in admixture with one or more surfactant(s). 

Another embodiment of the invention relates to a drug delivery composition comprising a 
combination of 

a) particles comprising 2-[2-(nitrooxy)ethoxy]ethyl { 2-((2,6- 

dichIorophenyl)amino]phenyl}acetate and one or more surfactant(s). 
and 

b) particles comprising 2-[2-(nitrooxy)ethoxy]ethyJ {2-[(2,6- 
dichlorophenyl)amino3phenyl) acetate without surfactant. 

Such a drug deUvery composition will give a more advanced release profile of the drug, for 
example a first rapid onset by release from the parUcles comprising the drug with one or 
more surfactantCs) followed by a delayed release from the particles comprising the drug 
alone. 

The wording "surfactant" is defined as surface-acUve amphiphilic drugs. Suitable 
surfactants are non-ionic surfactants, for example those containing polyethylene glycol 
(PEG) chains, particularly block co-polymers such as poloxamers. . 
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One embodiment of the invention relates to a drug delivery composiUon comprising the 
drug and one or more surfactant(s) whereby the surfactant(s) is a non-ionic surfactant 
Another embodiment of the invention relates to a drug delivery composition comprising 
the drug and one or more surfactant(s) whereby the surfactant(s) is a poloxamers 
A further embodiment of the invention relates to a drug delivery composiUon comprising 
the drug and one or more surfactant(s) whereby one of the surfactants is polyoxyethylene 
polyoxybutylene block copolymer. 

The poloxamers that ™y be used in the drug delivery composiUon of fte present invenUon 
may be selected form the group comprising of Poloxamer 407 (Pluronic F127^ 
Poloxamer 401 (Pluronic L121«), Poloxamer 237 (Pluronic F87'^. Poloxamer 338 
(Pluronic FI08^ Poloxamer 331 (Plun,nic LI OO. Poloxamer 23 1 (Pluronic L8I», 
.etrafuncdonal polyoxyethylene polyoxypropylene block copolymer of eU,ylene di»mne, 
for example Poloxamine 908 (Tetronic 908^ Poloxami« 1307 (Tetronic 1307«^ 
Poloxamine 1 107. polyoxyethylene polyoxybutylene block copolymer, for example 
Polyglycol BM45*. TTtis Ust should not in any way be considered as exhaustive or limiting 
the invention. ^ 

one embodiment of the invention relates to a drug delivery composiUon comprising Ute 
drug and one or more «,rftctant(s) whereby the su,factant(s) is selected fiom fte group 
consisting of Poloxamer 407. Poloxamer 401. Poloxamer 237, Poloxamer 338. Polox^ner 
331. Poloxamer 231, Poloxamine 908, Poloxamine 1307. Polox«ni„e 1107 and 
polyoxyethylene polyoxybutylene block copolymer, or mixtures Aeteof. 

All surfactants described above are commercially available from for example BASF, Dow 
Chem,cal, or Oattefoss^. The total amount of surfactant(s) used in fte drug delivery 
composiUon of the invenUon may be within a tange from 2 mg to 10 g, parUcularly from 
iiU to 1000 mg. 

The ratio drug:surfactan,(s) may vaty from 1K).1 to l:10(w/w),parUculariyfrom 1:0.3 to 
1 :3 (w/w). 

One embodiment of invenUon telates to a drug delivery composition wherein the raUo 
diug.surfactant(s) is from 1:0.1 to l:lD(w/w). 



Another embodiment of the invention relates to a drag delivery composition v»^herein the 
ratio drug:surfactani(s) is from 1:0.3 to 1:3 (w/w). 

Further, the drug delivery composition of the present invention may comprise a 

combination of 2-[2.(nitrooxy)etiioxy]ethyl{2-[(2.6-dichlorophenyl)amino]phenyl}acetate 
and one or more other active drugs, optionally witii one or more surfactant(s). 

Preparation of the particles 

The incorporation of the drug onto/into the particles may be accomplished by conventional 
known methods. 

Without sutfactant 

The particles comprising the drug may be prepared in different ways, for example by 
mixing the drug witit the particles direcUy. e.g. in a mortar, and subsequently melting the 
drug. 

Alternatively, the drug may be melted before mixing with the particles. 
Also, the drug may be dissolved in a suitable solvent. The particles may than be added to 
the particles after which the drug will be absorbed/absorbed. The solvent(s) is then 
evaporated and the particles are collected. 

One embodiment of the invention relates to a process for preparing the particles 
comprising the drug comprising mixing 2-[2-(nitrooxy)ethoxy]cthyl {2-[(2.6- 
dichlorophenyl)amino]phenyl)acetate in melted form with particles. 

Another embodiment of the invention relates to a process for preparing the particles 

comprising2-[2.(nitrooxy)ethoxylethyI{2.((2,6^ichlorophenyl)amino]phenyl}acetate 

comprising: 

a) melting the dmg, 

b) adding the particles, 

c) stirring the obtained mixture, 

d) recovering the porous particles comprising the drug. 



2003 -06- 2 5 

. 9 . 

A further embodiment of the invention relates to a process for preparing the particles 

comprising 2-[2-(nitrooxy)ethoxyJethyl {2-[(2.6.dichlorophenyl)amino]pheny]} acetate 
comprising: 

a) mixing the drug with the particle, 

b) melting the obtained mixture, 

c) stirring the obtained mixture, 

d) recovering the particles comprising the drug. 

. With sufactant - 

The drug may be mixed with one or more liquid surfactant(s). and then adsorbed/absorbed 
ontoAnto the particles. The surfactam(s) may be in solid or liquid form, if needed the 
components may be melted before mixing to get a homogeneous mixture of the drug and 
the surfactant(s) before adding the paiticles. 

One embodiment of the present invention relates to a process for preparing the particles 
compnsmg 2.[2.(nitrooxy)ethoxy]ethyl {2-[(2.6^3ichlorophenyl)aminojphenyl) acetate and 
one or more surfactant(s) comprising: 

a) melting the drug and the surfactant(s), 

b) adding the particles, 

c) stirring the obtained mixture, 

d) recovering the particles comprising the drug and the surfactant(s). 
with a) and b) in optional order. 

The drug may optionally be pre-heated before starting the proces 

One embodiment of the invenUon relates to any of the processes described above wherein 

the drug in step a) is pre-heated. 

Preparation of the drug delivery composmon 

The particles comprising the drug with or without surfactant(s) may be formulated by 
mixmg the particles comprising the drug, with or without surfactant(s), with 
phurmaceuncally acceptable diluent, excipients and/or inert carriers .such as fillers, binders 
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disintegrants followed by formulation of the obtained mixture into a suitable drug delivery 
composition. 

Examples of suitable drug deU very composition are capsules and tablets. Tablets may be 
obtained by direct compression or after granulation. 

The particles comprising the drug, with or without surfactant(s). may also be used as such, 
for example in a sachet. 

The particles comprising the drug, optionally in admixture with pharmaceutically 
acceptable diluent, excipients and/or inert carriers may also be suspended in a water 
solution to form a suspension. 

Optionally, the particles comprising the drug, with or without surfactant(s), may be mixed 
with a second active drug, before formulated into a suitable drug delivery composition. 

Example of suitable diluent, excipients and/or inert carriers, but not limited thereto, are 
collodial silica, sodium stearyl fumarate, magnesium stearate, polyvinyl pyrrolidone such 
as polyvidon XL, polyvidon K-30. cellulose derivatives such as hydroxypropyl 
methylcellulose (HPMC). sodium catboxymethylcelulolose (NaCMC). microcrystalline 
cellulose, mannitol, and lactose. 

One embodiment of the present invention relates to a drug delivery composition wherein 
the particles comprising the drug, optionally in admixture with one or more surfactant(s), 
are mixed with pharmaceutically acceptable diluent, excipients and/or inert carrier. 

Another embodiment of the present invention relates to a drug delivery composition 
wherein the particles comprising the dmg, optionally in admixture wiU, one or more 
surfaciant(s), are formulated into a tablet. 

A further embodiment of the present invention relates to a drug delivery composition 
wherein the particles comprising the drug, optionally in admixture with one or more 
surfactant(s), are filled into a capsule. 
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Yet another embodiment of the present invention relates to a drug delivery composition 
wherein the particles comprising the drug, optionally in admixture with one or more 
surfactant(s), are suspended in a water solution. 

Yet a further embodiment of the invention relates to a process for the preparation of the 
drug delivery composition comprising; 

a) mixing the particles, obtained according to any one of the processes described above, 
with pharmaceutically acceptable diluent, excipients and/or inert carrier, 

b) granulating the obtained mixture with water, 

c) drying the granulate, 

d) optionally mixing the granulate with farther diluent, excipients and/or inert carrier, 
and 

e 1 ) filling the granulate into c^sules, 
or 

e2) compressing the granulate into tablets. 

The particles, capsules and tablets may be coated by ways well known in the art. 
The filling into capsules, compressing to tablets and coating should preferably be 
performed in such a manner that does not substantially influence the release characteristics 
of the drug delivery composition after administration. 

The prepared particles, capsules and tablets may be coated by a conventional film coat or a 
sugar coat, to obtain an improved appeareance. Suitable layering material for the film coat, 
but not limited thereto, are derivatives of cellulose such as hydroxypropylmethyicellulose, 
methylcellulose or ethylcellulose and acrylate-based polymers. 

Sugar coating involves successive application of sucrose based solutions to the particles, 
capsules or tablets. 



One embodiment of the invention relates to a drug delivery composition in tiie form of 
capsule and tablet, which is coated. 
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If the release of the drug is desired in the small intestine, the particles comprising the drug, 
optionally in admixture with one or more surfactant(s), may be enteric coated. 

Another embodiment of the invention relates to a divisable drug delivery composition, for 
5 example, a divisable tablet 
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The total amount of drug used in the drug delivery composition of the invention may be 
between 20 mg and 1 g per unit dose, particlularly between 25 and 600 mg, more 
particularly between 50 and 200 mg. 



Use 



One embodiment of the invention relates to the drug delivery composition of the present 
invention, for use in the treatment of pain and/or inflammation. 

Another embodiment of the invention relates to the use of the drug delivery composition 
according to the present invention for the manufacture of a medicament for the treatment 
of pain and/or inflammation. 

A further embodiment of the invention relates to a method of treatment of pain and/or 
inflammation, comprising administration to a patient in need of such treatment, the drug 
delivery composition according to tiie present invention. 

In the context of the present specification, the term " therapeutically" and "treatment" 
includes prevention and prophylaxis, unless there are specific indications to the contrary. 

Examples 

Powders comprising soluble particles comprising the drag, 2-[2-(nitrooxy)ethoxy]elhyi {2- 
[(2.6-dichlorophenyl)amino]phenyl} acetate, were made by mixing the drug with the 
particles as described below. 
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A) The drug / Pearlitol® 1 nn .^^D f ^ 
1 g Drug 

3 g Pearlitol® 

The drug was melted at 75 "C and mixed with Pearlitol® until a homogenous powder was 
obtained. The powder mixture was allowed to cool while stirring. Subsequently, the 
powder was filled into hard gelatine capsules. 

B) The dru ^ / PearlitoT® IQQ SH 1/9 « - 
10.5 g Drug 

29.5 g Pearlitol® 
0.62 g Microcrystalline cellulose 
0.63 g Polyvidon XL 
0.41 g Poly vidonK-30 
0.38 g Collodial Silica 
0.20 g Sodium Stearyl Fumarate 
1 1.2 g Water Purified 

The drug and Pearlitol* were mixed in an intensive mixer. The mixture was heated to 75 
»C under continous mixing until the drug was fully melted. The mixture was cooled to 
room temperature and the obtained powder was sieved through a 0.355 mm sieve. 37.8 g of 
the sieved powder was mixed with microciystalline cellulose, polyvidon XL. and 
polyvidon K-30 in an intensive mixer. The powder was wet-granulated with a small 
amount of water. The granulate was dried overnight at 45 "C Collodial silica was added to 
the dried granulate and the powder was mixed for 5 min. Sodium stearyl fumarate was 
added to the mixture followed by 1 min of mixing. The granulate was filled into hard 
gelatin capsules. 



Results 



The dissolution rale was monitored accordording to USP ( paddle method). The dissolution 
medium had a temperature of 37oc. The media used was 0.01 M HCl(aq). containing 8.8 
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mg/litre of cetyltrimethylaimnonium bromide, the increase in absorbance corresponded to 
the release of the drug from the drug delivery composition. 

A) The drug /PearlUol™ J/3. Capsule, WO mg of drug 



Time 


% Released 


5 min 


11.2 


10 min 


37.2 


15 min 


54.2 


30 min 


78.9 


60 min 


94.7 


90 min 


100.2 



B) The drug /PearlitoP' J/2.8. Capsule, 100 mg of drug 



Time 


% Released 


5 min 


12.1 


10 min 


33.4 


20 min 


60.7 


45 min 


^ 79.6 


90 min 


88.14 
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1. A drug delivery composition comprising 2.i2-(nitrDoxy)ethoxy]ethyl {2-[(2,6- 
dichIorophenyl)amino3phenyl) acetate in melted form absorbed/adsorbed onto/into 

5 particles. 

2. The drug delivery composition according to claim 1 whereby the materials of the 
particles selected from the group consisting of mannitol and lactose, optionally in 
admixture with one or more substances selected form the group consisting of 

10 microcrystalline cellulose, cellulose and starch. 

3. The drug delivery composition according to any one of claims 1 to 2 wherein the 
particles have a size between 50 and 500 urn. 

.5 4. The drug delivery composition according to claim 3 wherein the particles have a size 
between 100 and 150 Jim. 

5. The drug delivery composition according to any one of claims 1 to 4 wherein the 
particles have a pore size between 1 0 and 1 000 A. 

20 

6. The drug delivery composition according to claim 5 wherein the particles have apore 
sjze between 20 and 750 A. 

7. The drug delivery composition according to any one of claims 1 to 6 comprising 
25 particles comprising 2-[2-(nitrooxy)ethoxy]ethyl {2-[(2.6- 

dichlorophenyl)amino]phenyl}acetate in admixture with one or more surfactant(s). 

8. The drug delivery composition according to any one of claims 1 to 6 comprising a 
combination of 

M> a) particles comprising 2-(2-(nitrooxy)ethoxy]ethyI { 2-[(2,6- 

dichloropheny])amino3phenyl)acetate and one or more surfactant(s). 
und 
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b) particles comprising 2-[2-(nitrooxy)ethoxy]ethyI {2-[(2,6- 
dichlorophenyl)amino]phenyl} acetate without surfactant. 

9. The drug delivery composition according to clainis 7 and 8 wherein the surfactant(s) is a 
non-ionic surfactant. 

10. The drug delivery composition according to claim 9 wherein the surfactant(s) is a block 
co-polymer. 

1 1 . The drug delivery composition according to claim 9 wherein the surfactant(s) is a 
poloxamer. 

1 2. The drug delivery composition according to claims 7 and 8 wherein the rario 
drug:surfactant(s) is from 1:0.1 to 1:10 (w/w). 

13. The dmg delivery composition according to any one of claims 1 to 12 wherein the 
particles comprising the drug, optionally in admixture with one or more surfactant(s), are 
mixed with pharmaceutically acceptable diluent, excipients and/or inert carrier. 

14. The drug delivery composition according to any one of claims 1 to 13 wherein the 
panicles comprising the drug are formulated into a tablet. 

15. The drug delivery composition according to any one of claims 1 to 13 wherein the 
particles comprising the drug are filled into a capsule. 

16. The drug delivery composition according to any one of claims 1 to 13 wherein the 
particles comprising the drug are suspended in a water solution. 

17. The drug delivery composition according to claims 14 and 15, which is coated. 

18. The drug delivery composition according to any one of tiie claims 1 to 17, for use in 
the treatment of pain and/or inflammation. 
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19. Useof the dnigdelivei7 composition according to any one of the claims 1 to 17 for the 
manufacture of a medicament for the treatment of pain and/or inflammation. 

20. A method of treatment of pain and/or inflammation, comprising administration to a 
patient in need of such treatment, the drug delivery composition according to any one of 
the claims 1 to 17. 

2 ] . A process for preparing particles comprising 2-[2.(nitrooxy)ethoxy]ethyl { 2-[(2,6. 
dichlorophenyl)amino]phenyl}acetate comprising mixing the drug in melted form Jith 

panicles. 

22. A process for preparing particles comprising 2.[2.(nitrooxy)ethoxy3ethyl {2-[(2,6- 
dichlorophenyl)amino]phenyl}acetate comprising: 

a) melting the drug, 

b) adding the particles, 

c) stirring the obtained mixture, 

d) recovering the porous particles comprising the drug. 

23. A process for preparing particles comprising 2-[2-(nitrooxy)ethoxy3ethyl {2-((2,6- 
dichlorophenyl)amino]phenyl } acetate comprising: 

a) mixing the drug with the particle. 

b) melting the obtained mixture, 

c) stirring the obtained mixture, 

d) recovering the parUcles comprising the dmg. 

24. A process for preparing particles comprising 2-[2-(nitrooxy)ethoxy]ethy] {2-[(2.6- 
dichlorophenyl)amino]pheny] } acetate and one or more surfactant(s) comprising: 

a) mehing the drug and the surfactant(s). 

b) adding the particles, 

c) stirring the obtained mixture, 

d) recovering the particles compri.sing the drug and the surfaclant(s). 
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wiih a) and b) in optional order. 

25. The processes according to any one of claims 22 to 24 whereby the drug in step a) is 
pre-heated. 

26. A process for the preparation of the drug delivery composition according to claims 14 
or 15 comprising; 

a) mixing the parUcIes, obtained according to any one of the processes of claims 21 to 25. 
with pharmaceutically acceptable diluent, excipients and/or inert carrier. 

b) granulating the obtained mixture with water, 

c) drying the granulate, 

d) optionally mixing the granulate with further diluent, excipients and/or inert carrier, . 
and 

el) filling the granulate into capsules, 
or 

e2) compressing the granulate into tablets. 
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ABSTRACT 

The present invention relates to particles comprising the drag 2r[2-(nitrooxy)ethoxyJethy] 
{2-[(2,6-<Iichloropheny])amino]phenyl} acetate, optionally mixed with one or more 
surfactant(s) and to a new drag delivery composition comprising said particles optionally 
in combination with a second drag. 

Furthermore, the invention relates to processes for preparing said particles and drag 
delivery composition as well as the use of said composition in the manufacturing of a 
medicament. 



